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Indol derivatives 

The invention relates to indol derivatives, their preparation ana; their use as 
pharmaceuticals. 



The indol derivatives according to the 
general formula I 



s 
i 

T 



invention can be represented by the 




I i 

<CHR S >„ N IGH^— O- 




N 



wherein 

R 1 is H, OH, OA, CN Hal. COR.or CH 2 R, 
R is OH, OA, NH 2 . NHA, or NAz. 
R 2 and R 3 are H or A, 
A is an alkyl group with 1-10 atomes, 
XisOorS, 
Hal is F, CI, Br or I 
n is 2-6, 
mis 1-4 



N 
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pisO, 1,2, 3 or 4 



and their salts and solvates, enantlomeres, racemates and other mixtures 



of enantiomeres. 



The on hand Invention is a selecion invention, because -other indol 



derivatives are known from WO 94/24)127, WO 90/05721 or JFj 05043544 



It is the object of the Invention tcj make available medicaments, in 



J 

.. to make available medic 
particular psycho pharmaceuticals. It ijs a preferred object of tlie invention 
to make available compounds which bind specifically to a singlfe type of 5- 
HT receptors such as o^HTiAno/aA/ac. 



ntagonistic 



characteristics, 
ligands binding hippo-campuses 



The 



The compounds in this invention also inhibits the serotonin reuptake, they 
are particular suitable as ami depressive and anxiolytic drugs. [They also 
show serotonin agonistic and 
compounds .compete with serotonin 
receptors (Cossery et al., European J. 
and inhibit the synaptosomal serotonin 
23 (1978), 1863-1870). The ex vivo 
serotonin reuptake due to competition o 



Pharmacol. 140 (1987)1 143-155) 
■euptake (Sherman et all, Life Scl. 
sst system uses the inhibition of 
•synaptosomal reuptake! (Wong et 



25 al., IMeuropsychopharmacoJ. § (1993) and the p-chloramphetamine 



antagonism (Fuller et al., J. Pharmacol 



The 5-HTiD-Affinily is detectable with a method from Pauwels and Palmier 



mat is described in Neuropharmacology, 



Exp.Ther. 212 (1980), 



115-119). 



33, 67 (1994). 



This object is achieved by the compounds of the general formul all and by 



I 



their tolerable salts and solvates (see abc ve). 



\ 



It has been found that the compounds of the formula I and their salts have 
very valuable pharmacological properties together with good toferability. 
They especially act as ligands of the 5-HT-receptor on the central prvous 
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I 
I 

system. They have, in particular, a hrah affinity for receptors ©f the 5-HT 1A 
type. _ I ) 

Compounds of the formula I are particularly preferably simultaneously 
agonists of the 5-HT receptor. Compounds that bind to a single type of 5- 
HT receptor are preferred, e.g. compounds binding only to 5-fn" 1A but not 
to 5-HTio/2A/2c or binding only to 5-HTjio but not to 5-HTia/2a/2c. or binding 
only to 5-HT2A but not to 5-HT 1A /i D y2c, 6f binding only to 5-HT 2C but not to 5- 

HT1A/1D/2A. 



Binding properties of the compounds W the formula I can be determined 
by known 5-HTi A (serotonin) binding 4st (5-HT 1A (serotonin) binding test 
Matzen et al., J. Med. Chem., 43] 1149-1157, (2000) in particular 
page 1156 with reference to Eur. J. Pharmacol.: 140. 143-155 (11987). 

For the in-vitro detection of the affinity fir 5-HT^ receptors, it is bossible to 
use, for example, the following test (Ekample A1). The 5-HT2Aireceptors 
are exposed to both fHlketanserin (a Substance known for its Affinity for 
the receptor) and- the test compound The decrease m the Affinity of 

sfemof " ' " * 



ifHJketanserin for the receptor Is a sign 
for the 5-HT2A receptor. Detection is 
description of J.E. Leysen et al., Moleci 
314 or as also described, for example, in 



r the affinity of the test substance 
carried out analogously to the 
ar Pharmacology. 1982$ 21: 301- 
EP 0320983. 



The efficacy of the compounds according to the invention ajs S-HTza 
receptor antagonists can be measured inl vitro analogously to W. feniuk et 
al., Mechanisms of 5-hydroxytryptamin'e-|nduced vasoconstriction^, in: The 
Peripheral Actions of 5-Hydroxytryptarnine, ed. Fozard JR^ Oxford 
University Press, New York, 1989, p. 110. Thus the contractility of the rat 
tail artery, caused by 5-hydroxytryptaWne, is mediated byj 5-HTja 
receptors. For the test system, vessel rin'gs, prepared from the ventral rat 
tail artery, are subjected to perfusion with 1 an oxygen-saturated solution in 
an organ bath. By introduction of increasing concentrations of 5- 
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hydroxytryptamine into the solution, a response to thej cumulative 
concentration of 5-HT is obtained. Thl test compound is then kdded to the 
organ bath in suitable concentrationsjand a second concentrajtion curve is 
measured for 5-HT. The strength of ftie test compound on th£ shift of the 
5-HT-induced concentration curve t|> higher 5-HT concentrations is a 
measure of the 5-HTza receptor-anta Anistic property In vitro. \ : 

u 

The 5-HT2A-antagonlstic property can be determined in vivo analogously to 
M.D. SerdaretaL, Psychopharmacology, 1996, 128: 198-205, 

The compounds according to the invenltion can be employed foil the control 
and treatment of diseases which are associated with the serotinin 
neurotransmitter system and in which! high-affinity serotinin re'peptors (5- 
HT 1A receptors) are involved. The most important indication for the 
administration of the compound of the [general formula I are psychoses of 
any type, in particular atso mental disorders of the schizophjjenia type. 
Moreover, the compounds can also |e employed for the reduction of 
cognitive functional disorders, i.e. for improvement of the leanfing ability 
and of the memory. The compounds lof the general formula I are also 
suitable for the control of the symptims of Alzheimer's disease. The 
substances of the general formula Ij according to the invention are 
moreover suitable for the prophylaxis! and control of cerebral Infarcts 
(cerebral apoplexy), such as cerebral sfroke and cerebral ischaemfa. The 
substances are also suitable for the Jtreatment of disorders ! such as 
pathological anxiety states, overexcitAion, hyperactivity and j attention 
disorders in children and adoiescerjts, deep-seated developmental 
disorders and disorders of social bJhavior with mental retardation, 
depression, compulsive disorders in the Narrower (OCD) and wider sense 
(OCSD), certain sexual function disorders, sleep disorders and eating 
disorders, and also such psychiatric symptoms in the context bf senile 
dementia and dementia of the Alzheimer type, i.e. diseases of th^ central 
nervous system in the widest sense. \ ' 

\ 
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The compounds of the general formula I and their tolerate salts and 
solvates can thus be employed aslpharmaceutical active ingredients of 
medicaments such as anxiolytics, "antidepressants, neuroleptics and/or 
antihypertensives. I 

I » 
A is preferably H or Ci-cJalkyl, where 1 to 7 hydrpgen atoms 

are optionally replaced toy fluorine. A can be branched or 
unbranched and is preferably methyl, ethyl, prop& isopropyl, 
n-butyl. seo-butyl. fert-bujyl, furthermore also penlyl, 1-, 2- or 
3-methylbutyl, 1,1-. 1 ,2- lr 2,2-dimethylpropyl, 1-fethylpropyl, 
hexyl, 1-, 2-, 3- or4-methllpentyl, 1,1-, 1,2-, 1,3-. 2,2-, 2,3- or 
3,3-dimethylbuytyl, 1-orietbylbutyl, 1-ethyM-melhylpropyl, 
1-ethyl-2-methylpropyl, |l,1,2- or 1,2.2-trimethylpropyl. 
Particularly preferably, A b methyl, ethyl, isopropyj, n-propyl, 
n-butyl or ferf-butyi. I 

Compounds of the formula I are also particularly.preferred in 
which R 1 and R 2 are simliltaneously H, and combounds of 
the formula I in which R 1 |>as the meaning alkyl and R 2 has 
the meaning H. 



25 



30 



The general formular I preferably has one of the (following 
Meanings la to If: 



35 
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I 

(CHR\ N (CH^. 



6f 



ft 1 . 




i :n> 



I 

(CHR2> n ft (CH,),,- 



ft* 



10 




(CHRZj, — i— ( CH,)- 



15 



I 



20 



25 




30 



Wherein R 1 , R*. R 3 , A, X, n and m h,ve L meaning given above* 



35 
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ft/4239 b'M 



» 1 



(CHR*)„ i (CH,),^ 




10 



H 

(CHR*) ft _ N— (CH^-a 



\Js_^ (CHR2), — i— (CM2)m - 



15 



H 



20 



wherein 
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R 1 . R 2 and R 3 have the 



meanli* i 



25 



30 



Hal 



n 



m 



is F, CI, .Br or I, 
preferred. 



Is preferably 2, 
particularly preferred. 



'q 



given above. 
whU F and C|. In particular F, are 



3. k 5, 6, where n equals 3 is 



Is preferably 1, 2, <), ork and especially 2. 



The SUbStltuentS R 1 R 2 anrf a . . I 

' and A can independently of one anothori^o., 
one of th« *h«« 1 y one anot " e nassume 



35 one of the abovementloned meanirgs. 



formula I are thus all the ™ Tlr com P° u »^ of the.generai 
thus all the more «*n<U preferred, the more W their 
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Compounds selected from the fJllovirig group of the compounds la to lq 
5 and 11 to 15 are particularly preferred: ft 
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and their salts and solvates. 
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If the compounds of th© general torn uja I are optically active.ithe formula I 
includes both any isolated odticaj Antipodes and the corresponding 
optionally racemic mixtures in any conceivable composition. • 



A compound of the general for 



I 

iula 



> can be converted into the 



corresponding salt (that is acid Addi|cjn salt) using an acid, kcids which 
afford the tolerable (that is biodomlajtible and adequately bioavailable) 
salts are suitable for this reaction! It iJ tW possible to use inorganic acids 
such as sulfuric acid or hydrohalld acU such as hydrochloric |cid, bromic 
acid or phosphoric acids such as ArthJpJiosphoric acid, nitric acid, sulfamic 
acid, aliphatic, aiicyclic, aralfphatii, arjbrjiatic or heterocyclic minobasic or 
polybasic caifcoxylic acids, sulfonfc adids or sulfuric acid derivatives such 
as formic acid, acetic acid, propionic kcld, pivalic acid, diethylacetic acid, 
malonic acid, succinic acid, plmeljc aid. fumaric acid, maleiclacld, lactic 



acid, tartaric acid, malic abid, 
2-phenylpropionic acid, citric acid] gl 

acid, isonicotinic acid, methane* sulfoWc acid or ethanesuttbnic acid, 
ethanedisulfonic acid, 2-hydroxyettane|iIIfonic acid, benzenesuffonic acid, 



.benzoic acid, salicylic acid, 
nic acid, ascorbic acicl, nicotinic 



paratoluenesulfonic acid, nabhthU 
naphthalenedisuHbnic acid and suit uric 
the corresponding acid addition salt 



[enemonosulfonlc 



acid 



and 



a'cid lauryi ester in order to obtain 



If desired, the corresponding free t asep of the general formula* I can be 
liberated by the treatment of their suits Lith strong bases such as sodium 
hydroxide, potassium hydroxide cr sbdium or potassium carbonate, 
provided that no other acidic groups arllpresent in the molecule, in the 
last-mentioned cases, in which the cxjnlpjpunds of the general formula I 
carry free acidic groups, salt formation] ban also be brought about by 
treatment with strong bases. Suitabte blses are alkali metal hydroxides, 
alkaline earth metal hydroxides, or c rgai|ie bases in the form of {primary, 
secondary or tertiary amines. 
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leneral formula I are understood as 



Solvates of the compounds of 
meaning adducts of chemically " 

of the formula I which are forrrJed hn account of their mutual attractive 
force. Solvates are, for example, |n|ono- and dihydrates 1 or addition 
compounds with alcohols such as 



i lem solvent molecules to the compounds 



methanol or ethanol. 



It is known that pharmaceuticals dan be converted synthetically into 



derivatives (for example into al 



<yl 



10 oligopeptide derivatives and othtrs) 



active compounds of tiie genera 



iij acryl derivatives, info sugar or 
ilch are converted bsfck Into the 



formula I in the body metajaollcally by 



extra cellular or intracellular enzymes! The invention also relates to such 
"prodrug derivatives" of the compounds of the general formula I.; 

A further subject of the invention Is thi use of a compound of ie general 
formula I or of one of Its tolerable salts? or solvates for the production of a 
medicament which is suitable for trie trlataent and or control o^ human or 
animal disorders, In particular of dlsordeVs of the central nervous system 
such as pathological stress states, depression and/or psychoses, for the 
reduction of side effects during the trelment of high blood pressure (e.g. 
with a-methyldopa), for the trlatrrtent of endocrinological and/or 
gynaecological disorders, e.g. for Le treatment of acromegaly, 
hypogonadism, secondary amenoitaoeja; the post-menstrual ^yndrome 
and undesired lactation in puberty and |oj" the prophylaxis and therapy of 
cerebral disorders (e.g. of migraine)l in particular In geriatrics, inja similar 
manner to specific ergot alkaloids and foj- the control and prophylaxis of 
cerebral infarct (cerebral apoplexy) kuch as cerebral stroke andi cerebral 
ischaemia. Moreover, the pharmaceutical {preparations and medicaments 
which contain a compound of the! gemiral formula I are suitable for 



improvement of the cognitive functional! ability and for the treatment of 
Alzheimer's disease symptoms. In I particular, such medicaments are 
suitable for the treatment of mental J dis|riers of the schizophrenia type 



alm< 
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and for the control of psychotic bnxf 
context of the invention includes 
animal diseases. 



con me 



betvee 



The substances of the genera 
analogously to known, 
preparations (e.g. of bromocriptine 
doses of between 0.2 mg and 50t 
mg per dose unit The daily dose 
of body weight Low doses (of 
to 0.005 mg per kg of body 
pharmaceutical preparations for 
between 10 and 50 mg per dose 
However, the dose to be 
factors, e.g. on the efficacy of the 
body weight and the general 



MR. 437 S. 19- 



states. The term treatment in the 
abhylaxls and therapy ©f human or 



foraula I are normally Administered 
iially obtainable pharmaceutical 
arjdj dihydroergocomine), preferably in 
mdj jn particular of betweeni 0.2 and 15 
unit|s] between 0.001 and 10 mg per kg . 

».2 and 1 mg per dosejl unit, 0,001 
weight) are particularly suitable for 
he ^treatment of migraine. A dose of 
unr s preferred for other indications, 
administered! depends on a large ihumber of 
»rresponding component, the age, the 



I f 

condition of the patient. 

The invention relates to the compot nds off the formula I according to Claim 
1 and their physiologically acceptable sUts or solvates as pharmaceutical 
active compounds and/or pharmacouticSai; preparations containing at least 
one compound of the formula I. II ! 

I if • t 

! 

The invention also relates to the compo Lijds of the formula I according to 
Claim 1 and their physiologically acceptable salts or solvates for the 
production of a medicament These ined|cf»ment is useful for the treatment 

^■e in . _ .II 



3 q of illnesses which can be influence 



byjtne binding of the compound of 



formula I according to Claim 1 and tijeir j^ysiologically acceptable salts or 
solvates to the 5-HT receptore. 

The invention furthermore relates to c omi ojunds of the formula I according 
to Claim 1 and their physiologically dcceltable salts or solvates sfs 5HTi A 
agonists and serotonin reuptake inhib tor. 
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The invention also relatei to the corrapbunds of the formula I 'according to 
Claim 1 and their physiologically (jccejptable salts or solvates for use in the 
control of diseases. 



A further subject of the Inventio 



Is! a process for the production of a 
pharmaceutical preparation, whjch I Comprises the conversion of a 
compound of the general forrnua I lor of one of its tolerate salts or. 
solvates to a suitable dofee fornj tolefher with a suitable vehicle. The 
compounds of the genera formulk ! Ian be brought into a suitable dose 
form together with at leist one vehlcje or excipient, if appropriate in 
combination with a further ^ctive in^reojent 

Furthermore the subject bf the linvlnWn is the use of compounds 
according to Claim 1 anl/or their pjiVsiologically acceptable salts or 
solvates, enantlomeres or ecematU U the production of a medicament 
for the treatment of Hlnessek of the cental nervous system, in particular of 
mental disorders of the schizophrenia tlple and for the control oH psychotic 



anxiety states. 



5 

* 



Suitable vehicles are organic or inirgamic substances which are suitable 
for enteral (e.g. oral) or parenteral ir toWcal administration and|whlch do 
not react with the substancts of trie general formula I according to the 
invention. Examples of such vehicles Ire water, vegetable oils, benzyl 
alcohols, polyethylene glycoll gelatk cirbohydrates such as lactose and 
starch, magnesium stearate, talc anti rai -petroleum jelly. Tablets, coated 
tablets, capsules, syrups, jufces, drips U suppositories are in particular 
employed for enteral administration. Sollt/ons. preferably oily or 'aqueous 
solutions, such as suspensions, enlulsilrls or alternatively implknts are 



used for parenteral administration, bininents, creams or powders are 
employed in the case of eternal ^pljcktlon. The compounds of the 
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general formula I can a 



so be 



NM37 s> 21 



processed to give Injectable preparations 



The invention further relates to ned 



J 

yopMized and the resulting jlyophifizates 



compound of the general 



formula 



one of its tolerable salts or solvates 
and, if appropriate, further ingredienp such as vehicles, exbipients etc. 



These preparations can b 
human or animal diseases. 



The aforementioned me 
together with exclpients 
and/or wetting agents, emlilsifiers 
colorants or flavor 



preparation are otherwise 
described in the literature 



employed 



iicameitts 



1 01 



caments which contain jat least one 



as medicaments for the treatment of 



n' n be sterilized and ' processed 
,,ylcants, preservatives,, stabilizers^ 
;isiff^rel osmatically active substances, buffers, 



enhancers to gi\|e q 



>tii€ 



ler pharmaceutical preparations. 
I 



The compounds of the formula I and a so the starting substances for their 

p r epared by methods known per se, sjich as are 
[e.g. in thelsjtandard works such af Houben- 
Weyl. Methoden der organhchen Oherlie [Methods of organic chemistry], 
Georg-Thieme-Verlag, Stuttgart), njunelyj under reaction conditions which 
are known and suitable fo- the reactions mentioned. Use ca& also be 
made in this case of variants which) arejljnown per se, butnot mentioned 
here in greater detail. 



If desired, the starting substs nces ca!n al 
are not isolated from the reaction m 
to give the compounds of the formula I. 



o be formed in situ such^that they 
but immediately reacted further 



The indol derivatives of the formula l|are preferably prepared according to 
the following scheme: 



Scheme 1 : 
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CH 3 CN. KjCOa, KJ 




N 



weights of the protonated compound 
described in the following references 
Chem. 88, 1984, 4451-445S 
1988, 361-368; J. B. Fenn e 



The invention is described :>y thefijllovwrjg examples: 

The molecular weight (M+H + ) Is disterAihed with the aid of electron spray 
ionization mass spectroscopy. Tho masjs-spectroscopic data derive from 
HPLC/MSC runs (HPLC coupled wltfi jan electrospray ionization mass 
spectrometer). The numeric al value ss a|ej as customary in this procedure, 
not the molecular weights of the uni nodjfied compounds, but thetmolecular 



E C. K. 
al., Scl 



Men* 



3nc4246, 1989, 64-71. 



Example A 

a) 2.5 g K 2 C0 3 and 10 mg 
[1.2.3] thiadiazol-5-ol and 6 J 




solvent was removed and th4 
which result 



in 



35 benzol[1.2.3]thiadiazole (pvl + 



Wf: 21 <i) 



;below: [M+H*l). The method is 
Yamashita.'J. B. Fennl J. Phys. 
st al., ZeitschriftfOr Physik D 10, 



a mixture of 2.7 -g benzo 
DrrjoiS-chlorethan in 30 ml {acetone. 
The resulting mixture was foiled fir 4 clays under reflux. Thi heated 

is subjected to conventional Work up T 
yellow crystals of 5-(2-ch«oro-fethoxy)- 
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b) 386 mg K2CO3 and 166 mg K we jei added to a mixture of 200 mg 5-(2~ 
chloro^ethoxy>benzol[1.2.3]thIadiaEofejand 233 mg 3.4-amirao-butyl)-1H- 
indoIe-5-carbonitrile In 10 ml acelonitlpe. The resulting heatedimixture was 
boiled for three days under reflux. | j 

The reaction mixture was pour id ftj water/Ice bath and subjected to 
conventional work up. 



The purification of the product is achie ring" by preparative HPLG; 
Column: RP 1 8 (1 5 vm) Lichrx sort > 250x50 



10 solvent 
UV: 

Flow rate: 



A: 98 H 2 0. 2 CH3CN, O.lkjTFA 



B: 10 H 2 0. 90 CHaCIS , 0.1 ^ TFA 
.225 nm; one range 
10 ml/min 



•j 5 The purification resulted in brigh 
thiadiazol-4-yloxy)-ethylamino]-buty 



(R f in H 2 0/methanol 1/1 =0.27; ([M »-HJ 



Example B 



I 

yellovV crystals of 3-{4-[2-(benzo[1,2,5] 



-indole-5-carbonitrile as) TFA salt 
1392). 



the solvent the residue is subjected 



199). 

30 b) A mixture of 760 mg KaC0 3 and < 



a) 3.9 g K 2 C0 3 and 50 Kl were added} to the mixture of 1.d g 2.1.3- 
benzoxodlazol-5-ol and 2.5 ml 1-brc mofechlorethan In 50 ml acetonitrile. 
The resulting mixture was boiled ovsr nra'ht under reflux. After removal of 



/entional work up, whish results 



in yellow crystals of 5-(2-chforo~etho:cy)-tjehzol[1.2.3] oxadlazole <|m + Hf: 



Kl were added to 430 jpng 5-(2- 
chloro-ethoxy)-benzol[l.2.3] oxadiazole and 400 mg 5-fluortryptamlne In 
30 ml acetonitrile. The resulting mbcti re was boiled for 4 days under reflux. 
After removal of the solvent the resicue k subjected to conventional work 
up, which results in a bright solid substance of the 3-{2-[2-<ben^:o[1 ,2,5] 
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Examole 433- 576: 
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(CH,)„ N (CH^~ 




Id1 



No. 
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443. 


OH 


3 


444. 
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582. 


OH 


4 


2 


o 




583. 
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Example C; 
Ampoules for injection 

5 

A solution of 100 g of a compound of the general formula I and 5 g of 
disodium hydrogenphosphate Is adjusted to pH 6.5 using 2 N hydrochloric 
acid in 3 I of double-distilled water, sterileft filtered and filled into injection 
10 ampoules, and iyophilized. Sterile conditions were adhered to here. Each 
injection ampoule contains 5 mg of the active component of the general 
formula I. 

15 Example D: 

A mixture of 20 g of a compound of the general formula I. Is mixed with . 
100 g of soya lecithin and 1400 g of cocoaibutter with warming and poured 
into hollows. Each suppository contains 20wng of the active component 

20 

Example E: 

A solution comprising 1 g of a compound ®i the general formula I, 9.38 g 
25 of NaH 2 P0 4 x 2 H 2 0, 28.48 g of Na 2 KIP04 x 12 H 2 0 and 0.1 g of 
benzalkonium chloride is prepared using 940 ml of double-distilled water. 
The solution is adjusted to pH 6.8 and made up to one litre with double- 
distilled water and sterilized by irradiation. This solution can be used in the 
30 form of eye drops. 

» 

Example F: 
Ointment 
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500 mg of a compound of the general formula I are blended with 99.5 g of 
raw petroleum jelly under aseptic conditions. 

Example G: 

5 

Tablets 

100 g of a compound of the general formula I, 1 kg of lactose, 600 g of 
10 microcrystalline cellulose, 600 g of cornstarch, 100 g of polyvinyl- 
pyrrolidone, 80 g of talc and 10 g of magnesium stearate are mixed and 
pressed in a customary manner to give' tablets such that one tablet 
contains 100 mg of the active component. 

15 

Example H: 

Coated tablets 

20 Tabtets are prepared a8 ,n Exampie 7 andihen coated in a known manner 
with sucrose, maize starch, talc, tragacanth" gum and colorants. 

Example k 

25 

Capsules 

* 

Hard gelatin capsules are filled with a compound of the general formula J in 
30 a known manner such that each capsule contains 5 mg of the active 
component 

Example J: 

35 

Inhalation spray 
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14 g of a compound of the general formula I are dissolved in 10 I of 
isotonic saline solution. The solution is filled into commercially obtainable 
spray containers which have a pump mechanism. The solution can be 
sprayed into the mouth or into the nose. Qne puff of spray (approximately 
0.1 ml) corresponds to a dose of 0.14 mgj of a compound of the general 
formula I. 



30 



35 



EiPfansszeit 10-Dez. 15:45 



10. OhZ. 2002 WW om iu\i\ . 

102239 SM 



10 



16 



20 



25 



-51 



30 



Patent claims 
1 . Compounds of the formula I 

I ^ 

^ (CHfV)„ — 

--GO 



35 



(CHfV)„ N (CH2) m -0 ^ J^.X 



wherein 

R 1 is H, OH, OA, CN Hal, COR,orCH 2 R. 

R is by OH, OA, NH 2 , NHA, or NA 2 . 

R 2 and R 3 are H or A. 

A is an alkyl group with 1-10 atoms, 

XisOorS, 

Hal is F, CI, drorl 

n is 2-6, 

mis 1-4 

pis 0,1,2,3or4 
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and their salts, enantiomens, solvates, raceinates and other mixtures of 
enantiomeres. 

Compounds according to claim 1, wherein R 1 is F or CN. 

Compounds according to claim 1 or claim 2, wherein R 3 is H. 

Compounds according to one or more df the claims 1 to 3, wherein ; X is 
S or O. 

Compounds according to one or more of the claims 1 to 4, wherein ,p is 
0or1 or2or3or4. 

6. Indol derivatives according to one or m6re of the proceeding claims, . 
selected from the following group of compounds 11 to 15: . 

20 



2. 

5 

3. 

10 4. 
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10 



15 




11 



12 



13 



14 



25 

and their salts, solvates, enantlomeres a"nd racemates. 

30 

7. Compounds of the formula I according jto Claim 1 and their 

physiologically acceptable salts or solvates as pharmaceutical active 
compounds. 

35 
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8. Compounds of the formula I according ib Claim 1 and their 
physiologically acceptable salts or solvates as ligands of the 5HT- 
Receptor. 

9. Compounds of the formula I according fo Claim 1 and their 
physiologically acceptable salts or solvates as serotonin reuptake 
Inhibitor. 

10 10. Compounds of the formula I accordingjta Claim 1 and their 

physiologically acceptable salts or solvates 5HT1 A antagonists. 



5 



15 



20 



30 



1 1 . Compounds of the formula I according.jto Claim 1 and their 
physiologically acceptable salts or solvates for use in the control of 
diseases. 

12. Pharmaceutical preparation characterized in that it contains at least 
one compound of the formula I according to Claim 1 and/or one of its 
physiologically acceptable salts or solvates. 



13. Use of compounds of the formula I according to Claim 1 and/or their 
physiologically acceptable salts or solvates for the production of a 

25 medicament 

14. Use of compounds according to Claim' 1 and/or their physiologically 
acceptable salts or solvates, enantiomeres or recemates for the 
production of a medicament for the treatment of illnesses which can be 
influenced by the binding of the compoiind of formula I to the 5-HT 
receptors. 



15. Use of compounds according to Clairml and/or their physiologically 
^ acceptable salts or solvates, enantiomeres or recemates for the 

production of a medicament for the treatment of illnesses of the central 
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nervous system, in particular of mental disorders of the schizophrenia 
type and for the control of psychotic anxiety states. 
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Abstract 



The invention relates to indol derivatives of the formula I 




I 

[cm\ — N (CH^- 




M 



in which R1, R2, R3, X, A, n, m and p havejthe meanings indicated above. 
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